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Noi dung tom tit ludn an:
1. Muc tiéu
- banh gia tac dung ha glucose huyét, bdo v€ gan va than cta cao chiét ethanol tir hat
chubi c6 don trén mo hinh gay tang glucose huyét thuc nghiém.
- Xéc dinh co ché tac dung ha glucose huyét cia cao chiét ethanol va mot sb hop chat
phan 1ap tir hat chudi c6 don trén cdc mo hinh thuc nghiém.
2. Phwong phap nghién ciru
2.1. Thuc nghiém dung nap glucose dwong udng
Chudt duoc cho nhin d6i qua dém, thuc nghiém dung nap glucose dudng udng
(OGTT) dugc thyc hién sau mot gio cho uéng mau thir (cao chiét & cac liéu 12,5, 25 va 50
mg/kg; glibenclamid liéu 5 mg/kg). Nong d6 glucose huyét duoc xac dinh tai cac thoi diém
0 phut, 30 phit, 60 phut va 120 phat sau khi udng glucose liéu 2 g/kg. Cac chi tiéu ddnh
gia bao gdm nong do glucose huyét & cac thoi diém, phan traim ha glucose huyét so véi 16
chtng & cung thdi diém va dién tich dudi duong cong (AUC) cua glucose.
2.2. Thiét ké nghién ciru danh gia tic dung ciia cao chiét ethanol trén chugt nhit
trang gy ting glucose huyét boi streptozotocin (STZ)
Chudt dugc cho nhin d6i qua dém, mau duo6i dugc thu dé xac dinh glucose huyét ban
dau. Nhiing con chudt c6 nong do glucose huyét binh thudng duge tiém (i.p.) STZ mét lidu
duy nhat 170 mg/kg. Vao ngay thir 7, mau dudi duoc thu dé xac dinh nong do glucose

huyét lac d6i, nhirng con chudt c6 ndng do glucose huyét cao hon 200 mg/dl dugc chon



vao thir nghi€ém. Nhitng con chudt dugc chia vao 16 chiing sinh 1y dugc tiém (i.p.) dung
dich natri citrat 0,1 M, pH = 4,5 (dung mo6i pha STZ) cung thoi diém véi tiém STZ.

Chuét duoc cho udng cac miu thir (cao chiét & cac liéu 12,5, 25 va 50 mg/kg,
glibenclamid liéu 5 mg/kg) mdi ngay mot 1an vao cac budi sang trong 7 ngay lién tuc. Sau
1 gio udng & ngay thir 7, danh gia cac chi tiéu nhu sau:

Pdnh gid tic dung ha glucose huyét: Nong do glucose huyét lac d6i; Thuc nghiém
dung nap glucose duong ubng.

Pdnh gid tic dung cdi thién ton thirong gan va thén: Chi sb sinh hoa: AST, ALT,
ALP, GGT, creatinin va BUN trong huyét thanh; Xét nghiém mé bénh hoc gan va than;
Ham luong chi dau stress oxy hda & mo gan va than: MDA va GSH; Ham luong chi dau
viém ¢ md gan va than: TNF-a va IL-6.

Pdnh gid tac dung kich thich té bao B tuy tiét insulin: Nong d6 insulin huyét lac doi.

Padnh gid tac dung bao vé tuy: Kich thude va sd lugng tiéu dao tuy; Mitc d6 biéu hién
clia mot s6 protein trong con dudng apoptosis té bao (Bax, Bcl-2, Cytochrom c, cleaved
caspase-3, Poly(ADP-ribose) polymerase (PARP), p-p38 MAPK, ERK1/2, JNK1, p-
AMPK va NF-kB p65) & md tuy bang Western blot; Him luong chi diu stress oxy hoa &
mo tuy: MDA va GSH; Ham lugng chi ddu viém & mé tuy: TNF-a va IL-6.

Panh gid tac dung tiang nhay cam véi insulin: Mic d6 biéu hién ctia p-AMPK ¢ mb
gan bang Western blot.

2.3. Cé&c thir nghiém danh gia tac dung lam giam hay cham hap thu glucid

- Thir nghiém e ché a-amylase in vitro;

- Thir nghiém trc ché a-glucosidase in vitro;

- Thir nghiém tc ché hap thu glucose qua doan rudt non cé lap ex vivo.
2.4. Thiét ké nghién ctru danh gia tic dung Kich thich té bao p tuy tiét insulin va bao

vé té bao tiéu dao tuy trén mé hinh tiéu dio tuy in vitro

Trén tiéu dao tuy c6 ldp dwoc kich thich béi glucose: Tiéu dao tuy cb 1ap duoc dong xtr
1y véi glucose (2,8 va 16,8 mM) va cao chiét/cac hop chét & cac ndong do khac nhau trong
60 phut. Glimepirid duge sir dung 1am chimg dwong. Tién hanh danh gia tac dung kich
thich té bao B tuy tiét insulin ciia cao chiét va cac hop chat bang thir nghiém tiét insulin
dugc kich thich boi glucose (GSIS).



Trén mé hinh gay ton thirong tiéu dao tuy bang STZ: Tiéu dao tuy cb 1ap dugc dong xur

Iy v6i STZ (5 mM) va cao chiét/cac hop chit ¢ cac néng do khac nhau trong 24 gid.

Glimepirid duoc st dung 1am chimg dwong. Tién hanh danh gia tac dung cua cao chiét va

cac hop chat thong qua:

- Paénh gia tac dung kich thich té bao B tuy tiét insulin cta cao chiét va cac hop chat
bang thir nghiém GSIS.

- Paénh gia tac dung bao vé cia cao chiét va cac hop chat trén kha ning séng sot cia té
bao tiéu dao bang thir nghiém MTT va cua cao chiét thong qua kiém tra su biéu hién
clia cac protein Bax, Bcl-2, cleaved caspase-3, PARP bang Western blot.

2.5. Thir nghiém in vitro danh gia tac dung lam ting do nhay véi insulin

- Thir nghiém wc ché PTP1B in vitro.

3. Két qua chinh va két luan

3.1. Tac dung ha glucose huyét, bao vé gan va thin ciia cao chiét ethanol tir hat chudi
6 don trén md hinh giy ting glucose huyét thue nghiém
Tac dung ha glucose huyét ciia cao chiét: Cao chiét liéu 12,5 va 25 mg/kg co tac dung

ha glucose huyét trong nghiém phép dung nap glucose dudng udng trén chudt binh thuong.

Cao chiét lidu 12,5, 25 va 50 mg/kg co tac dung ha glucose huyét trén mé hinh chudt gay

tang glucose huyét bang STZ liéu 170 mg/kg. Cao chiét lidu 25 va 50 mg/kg co tac dung

ha glucose huyét trong nghiém phap dung nap glucose duong udng trén mé hinh chudt gay
tang glucose huyét bang STZ liéu 170 mg/kg.

Tac dung cai thién ton thuong gan va than cua cao chiét: Cao chiét lidu 50 mg/kg co
tac dung cai thién chirc ning gan va than thong qua ndng d6 AST, ALT, creatinin va BUN
trong mau giam dang ké, giam ham lugng MDA trong md gan, than va cai thién ciu tric
mo gan va than. Cao chiét lidu 25 mg/kg c6 tac dung 1am ting ham lugng GSH trong md
gan va than.

3.2. Co ché tac dung ha glucose huyét ciia cao chiét ethanol va cac hop chit phan lap
tiéu biéu (Afzelechin va coniferaldehyd) tir hat chudi c¢o6 don trén cic md hinh
thuc nghiém
Cao chiét c6 tac dung ha glucose huyét thong qua co ché nhu sau: (1) Lam giam/cham

hép thu glucid: Cao chiét co tac dung trc ché a-amylase véi ICso 12 222,80 pg/ml, tic ché

a-glucosidase v&i ICso 1a 1,58 pg/ml va trc ché hap thu glucose qua doan rudt non ¢ 1ap &



ndéng d6 2,5 va 5 mg/ml; (2) Kich thich té bao B tuy tiét insulin: Cao chiét ndng d6 50 va
100 pg/ml o tac dung lam ting tiét insulin tir tiéu dao tuy co lap; cao chiét lidu 25 va 50
mg/kg c6 tac dung ting tiét insulin trén mé hinh chudt giy ting glucose huyét bang STZ
lidu 170 mg/kg; (3) Bao vé tuy: Cao chiét ndng d6 100 pg/ml c6 tic dung bao vé té bao
tiéu dao tuy thong qua co ché chdng apoptosis do STZ gay ra; cao chiét liéu 50 mg/kg co
tac dung bao vé tuy thong qua co ché chdng stress oxy hoa, chong viém va chong apoptosis;
(4) Lam tang d6 nhay cam vdi insulin: Cao chiét lidu 25 va 50 mg/kg c6 tac dung lam ting
d6 nhay cam véi insulin thong qua co ché hoat hda AMPK & gan trén md hinh chudt giy
tang glucose huyét bang STZ licu 170 mg/kg va co thé 1a co ché (rc ché PTP1B.

Téc dung cua afzelechin va coniferaldehyd: Afzelechin va coniferaldehyd cé cac tac
dung gbép phan vao co ché ha glucose huyét ctia cao chiét ethanol tir hat chudi ¢6 don nhu
sau: (1) Lam giam/cham héap thu glucid: Afzelechin va coniferaldehyd cé tac dung trc ché
a-glucosidase véi ICso twong g 1a 184,63 va 52,84 pM; (2) Kich thich té bao P tuy tiét
insulin: Afzelechin va coniferaldehyd nong do 100 pM c6 tac dung lam ting tiét insulin tir
tiéu dao tuy co 1ap v6i co ché dugc dy doan 13 gan va lam déng kénh kali nhay cam ATP
(Katp); (3) Bao vé té bao B: Afzelechin va coniferaldehyd nong do 100 pM c6 tac dung
bao vé sy song cua té bao ddo tuy do STZ giy ra; (4) Lam ting d6 nhay véi insulin:
Afzelechin va coniferaldehyd c6 tac dung tc ché PTPIB véi ICso twong tng 13 7,58 va
8,39 uM.
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